Supplementary Experimental Procedure Kinase assay. The International Centre for Kinase Profiling performed the kinase screening (University of Dundee, Scotland, UK).
. Toxicity of Pyrido [4,3-b] quinoxaline was evaluated on primitive hematopoietic stem/progenitor cells in bone marrow. (a) PyQ injected in mice did not have any effect on stem cells and progenitors distribution in bone marrow. (b) Primitive SLAM stem cells isolated from Lin -BM of mice treated with PyQ show the same potency to give rise to colony-forming unit (CFU) on MethoCult medium. Mean ± SEM. ns, non-significant, P value measured by Student's unpaired t test. B>?" /0123-"*4"B>?"9"#K!!!"5678" 5678" ) * + , -* . " ! " # "
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+F " +F " +F " +F " +F " +F " +F " +F " +F " Figure S2 . PyQ does not change cell cycle activity in HOXA9-MEIS1 cells. Cell cycle activity of HOXA9-MEIS1 cells exposed to 3.4µM PyQ for 6h. Data were gated on GFP + leukemic cells. Mean ± SEM. ns, non-significant, P value measured by Student's unpaired t test. Figure S3 . Pyrido[4, quinoxaline is not an inhibitor of kinases. Graphical representation of the kinase activity, n = 2 technical replicates, for 140 kinases tested with PyQ (3.4µM). Figure S4 . PyQ interacts with artificial lipid membranes (micelles) made by adding Lα-phosphatidylcholine (PC) to water. PyQ was quantified by HPLC chromatography, n = 3 technical replicates. Mean ± SEM. ***, P < 0.0001; measured by Student's unpaired t test. Figure S5 . CD45 is critical for the maintenance and development of AML. (a) Using shRNA lentivirus, CD45 was knocked down in AML cells. CD45 down regulation was observed by cytometry on GFP + leukemic cells, after selection with puromycin. (b) Cells were then transplanted into lethally irradiated recipient mice. While mice from the Sh-Control group rapidly developed AML, 100 days after transplantation, surviving mice from the Sh-CD45 group were killed and no GFP + leukemic cells were detectable in BM by cytometry (related to Figure 2d ). (c) Deficiency in CD45 expression completely prevented CD45 KO primitive hematopoietic cells from leukemic transformation. One month after the transplantation, we detected similar reconstitution in peripheral blood of Control-and CD45 KO-transplanted mice. However, deficiency in CD45 expression completely prevented CD45 KO primitive hematopoietic cells from leukemic transformation (related to Figure 2e ). Control; n = 10 mice, CD45 KO; n = 10 mice. Mean ± SEM. P value measured by Student's unpaired t test. ! " # # ) 8 9 -/ 8 * #
